# 



# Iff 



t> & ® 



PCT 



REC'D 1 0 JUM IMk 



WIPO 



PCT 



[PCT 3 6*S.VPCTSaiJ70] 



2 a FEB 2005 



(O&me&Jlr Y0340-PCT 


<$-'&<D^m%\z-o\,»Xte, BBSHHB»3lE«*«>aMtia*P (»:pct/ 

1 PEA/4 1 6) *#fiai-5wi„ 


PCT/ J P 0 3/1 0 76 9 


(0.^.^) 26. 08. 2003 

• 


(0.^.^) 2 7. ° 8 - 2 °02 


mffiftfrftm (IPC) Int - c1 ' C07D401/12, A61K31/4439, A61P1/04, 1/06, 1/18, 11/06, 13/12, 17/00, 17/06, 

19/02,29/00,35/00,37/02,37/06,37/08,39/00,43/00 


Bsmx (J3c£x»*<&**) 







1 . B§8^«f#£«^ (P CT 3 6*) O^Rlfl^aHfr*-*. 

( P C T&miO. C T^UftiaefllJ^ 6 0 7 ##£J&) 



I 


1*1 


n 


□ 


m 


□ 


IV 


□ 


V 




VI 


□ 


VII 


□ 


VI 


□ 



19. 1 1. 2003 


2 4. 05. 2004 


B^HflMffJT* (I PEA/ J P) 
100-8915 
JDKSTftBKB^BBHTI 4#3# 




4C 


3 0 3 9 


miS## 03-3581-1101 rtJ 


| 34 5 2 



iiSPCT/IPEA/4 0 9 (mS.) (1 9 98^71) 



* 



!#■§• PCT/J P 0 3/1 0 7 6 9 



ro?@^fi6#^^«T12roW^$^lc»-^VNT^$^fc. (&^6* (PCT14*) ©i£(cS-5<^l!: 
^1-5fcfcfc«tt£*vfcgL#7UBJ&tt, Z.<om&®\z&^X rffi®l#j fcU #$Ri!rSfctt8$ttL&V\ 
PCT&BIJ70. 16,70. 17) 



[x] tHKi#©BISWm^ 



□ Els m 



#ro^1Sfc*^WStbfci>ro 

W^t-JiWStvfct,© 

pcti 9*ro^lc:^tMEStvfct)ro 

S8HMffi#S<oSMi# t *fcti ffl $ tbfc t> <o 



tt<omm t *nfc t © 



2. ±i2cDtiJS#*roWf§rau Tf2t:i*1-4i-a-Sr^<»$^ £©B^WM<z>Wfrefc5. 
_h|B«>«S«> TI5©m»T?fc5 fTCfcS. 

□ S^2EWfc»^tlttJStvfcPCT^Iij23.1(b)tVNp!ffif?S:©-mi§ 

□ PCT&aiJ48.3(b)fclV>5ffliS2:P<Z>Wi& 

□ S^#*Sc9fc*lc:»|±J$tufcP CT&IIJ55. 2*fcli55. ZK^^mmX^mm 

□ mmm^ ^.comm^mm^. (*fci*w£) ^K^iifflSftfcssK.fcsiE^ 

□ mmm^ :©iHfiiS (*fcf*|®S) «IIUJ:gWStT,fc^7 J ^^^tJ:5iB?iJS 

□ |±J®&K&WLfc#®l;iJ:5IE^asJttp!^ 
S^ffliiSfcofc 

□ fSC J: 51E2?iJ^lc|H3SLfc@E5?iJ t BSSCtV * ^ «c J: SE*l*K:lB*UfcIB*)»«IW— Cfo5 groKSESOIiW 
asfcofc. 



□ f»#ro$SB » 

□ mm mm<om 



\ JiSOT?, ^roteSSSJvfe^ofcfcOi LtMbfc. (P CT^lJ70. 2(c) ^OttE^tf^b#^!ffitt-h 



tS^PCT/ I PEA/409 (1 9 98^7^) 



# 



S^tBM## PCT/JP03/1 0 7 6 9 



v. srstte, m&&xttm.m±.<Dmm^mmz<3^x<Dmmi 2& (pct35^(2» **v£g#tt* 



i. 



mm (n) is#©$isii lziz — : * 



(i s) f**©ssffl 



1-7 <fr 



ft^±©*J^^IIfett ( I A) ft^OiSSBS 1-7 



2. A^S-t/gaW (PCT8HU70.7) 

Xtiik 1 : EP 1024138 Al (YAMANOUCHI PHARMACEUTICAL CO. LTD. ) 2000. 08. 02 
: JP 2000-256358 A (Ui^^M^^tt) 2000. 09. 19 

y%%hmWm*^i-%K°7y*-7ismmfcbvx, 4' -[3,5-tf* (yv 

4k&W<DW£h&&<DWm i bftWiz.ei^£frZ>Z.£ ( [0026] > mt 

SfiStf y P^^T^/V£t?®m$tbTV>Tt><J;V>^ fc#lB*JS;IVCV>* (Clai 

/Wfl^^bT, 4' -[3,5-lf^ (M;7/V*p^^) -lH-t^y— /v-w 

IfflfcS-h/OiSt) (Ex6, 28, 112^#fig) . mt^<Ol£&&1&<DQ!>'9t'b&W\iZ&$Zti> 
5ii ( [0012] . &tj* n lfy^S^(D^7n7!) r ;^ r;V^S 

•vw&Zfrx^x-b &\<^ ttm&tix^z ( [0009] „ [0010] g$$#J$) c * 
re, 2-^ p n 4-;* f;W4' -[3, 5- if * ( h y 7 fislrxi ^ ^vv) -lH-f 9 y—zv-W 

s ( [0032] nm&m) . 



«l5S;PCT./I PEA/4 0 9 (giV«B) (1 99 8¥7J) 



P CT/ J P03/1 0 76 9 



% v 
OfjM^fSH 1-7 

e&^frfcffc-a^ (2-^ n n 4-p« -[3, 5- If * ( h ]) ^ ^/W) -1H- 

sriH, tr y ^afiflD 4 & ^ 6 # # ^vs-T?em * ^ft-B^©^* fri&Mg "f 
*? urf w^Sfeffl 1-7 m^sjswd 5 , 3c§fc i , 2 ^ b^S'J uj8iv^sy*3&*Sr 



iSiPCT/IPEA/4 0 9 (1 9 98^71) 



;NT COOPERATION TREATY 

PCT 



PCT/JP2003/010769 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT^ 



3 




International application No. 

PCT/JP2003/010769 



International filing date (day/month/year) 
26 August 2003 (26.08.2003) 



Priority date (day/month/year) 

27 August 2002 (27.08.2002) 



^SXSS^^SS^^S^^ w « « ""A ««• 37 ' 02 - 

37/06, 37/08, 39/00, 43/00 



Applicant 



YAMANOUCHI PHARMACEUTICAL CO., LTD. 



T^intema^ 

and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of 



sheets, including this cover sheet 



. , ~a u„ atmmpvf«5 ie sheets of the description, claims and/or drawings which have been 

70.16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of m 



sheets. 



This report contains indications relating to the following items: 

j ^ Basis of the report 

n ED priorit y 

m Q Non^stablishment of opinion with regard to novelty, inventive step and industrial appticability 

IV CH Lack of unity of invention 

R7I Reasoned statement under Article 3 5(2) with regard to novelty, inventive step or industrial appUcability; 
V citations and explanations supporting such statement 

yj Q^j Certain documents cited 
yjj Q Certain defects in the international application 

Q Certain observations on the international application 
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I. Basis of the report 



1. With regard to the elements of the international application:* 
|^| the international application as originally filed 

| | the description: 

pages , 

pages 

pages . — 



, as originally filed 
, filed with the demand 



.filed with the letter of 



| | the claims: 
pages 



pages 
pages 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



, filed with the letter of 



| | the drawings: 



, as originally filed 
, filed with the demand 



, filed with the letter of 



[ | the sequence listing part of the description: 



, as originally filed 

_ 9 filed with the demand 



, filed with ihe letter of 



2 With regard to the language, all the elements marked above were available. or mrnished to this Authority in the language in whieh 

' ~* the international application was filed, unless otherwise mdicated under this "em fa 

S elements were available or furnished to this Authority m the following language ; — 

□ the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3). 

3 With regard to any nucleotide and/or amino add sequence disclosed in the international application, the international 
1 ' preliminary examination was carried out on the basis of the sequence listing: 
| | contained in the international application in written form. 
[~] filed together with the international application in computer readable form. 
| | furnished subsequently to this Authority in written form. 
| | furnished subsequently to this Authority in computer readable form 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure m the 
international application as filed has heen furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 

. 1 | The amendments have resulted in the cancellation of: 

J the description, pages . 

| the claims, Nos. 

| the drawings, sheets/fig 



I—l This report has been established as if (some of) the amendments had not been made since they have been considered to go 
5. |_| beyon d the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)) ** 

I and 70 1 7) 

\**Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step 
citations and explanations supporting such statement 


or industrial applicability; 




1 1. oiaicniciii 

Novelty (N) 


Claims 


1-7 


YES 


Claims 




NO 


Inventive step (IS) 


Claims 




YES 


Claims 


1-7 


NO I 


Industrial applicability (IA) 


Claims 


1-7 


YES 




Claims 




NO 



Citations and explanations 

Document 1: EP 1024138 Al (Yamanouchi Pharmaceutical 

Co., Ltd.), 02 August 2000 
Document 2: JP 2000-256358 A (Yamanouchi Pharmaceutical 
Co., Ltd.), 19 September 2000 

Document 1 cited in the international search report 
presents 4' - [3 , 5-bis (trif luoromethyl) -lH-pyrazol-l-yl] 
nicotinanilide as an example of a pyrazole derivative 
which exhibits the action of inhibiting the calcium 
release-dependent calcium channels (refer to example 36) ; 
indicates that the inventions include crystal 
polymorphisms of said compound (refer to paragraph 
[0026] ) ; and discloses a feature wherein it is acceptable 
to substitute the pyridyl group in said compound with an 
alkyl group (refer to claim 19) . 

Document 2, also cited in the international search 
report, presents 4' - [3 , 5-bis (trif luoromethyl) -lH-pyrazol- 
1-yl] nicotinanilide and compounds derived therefrom, 
wherein the pyridyl groups are substituted with methyl 
groups or the like, asexamples of pyrazole derivatives " 
which exhibit the action of inhibiting the calcium 
release-dependent calcium channels (refer to examples 6, 
28 and 112, etc.); indicates that the inventions include 
crystal polymorphisms of s aid compounds (refer to 
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paragraph [0012] ) ; and indicates that it is acceptable to 
substitute heteroaryls such as the pyridyl group with 
alkyl groups (refer to paragraphs [0009] and [0010] ) . In 
addition, document 2 also presents examples comprising a 
method for preparing achromatic pulverulent crystals of a 
2-chloro 4-methyl-4' - [3, 5-bis (trif luoromethyl) -lH-pyrazol- 
1-yl] nicotinanilide (refer to paragraph [0032] ) . 

Claims 1-7 

The inventions that are set forth in claims 1-7 are 
not disclosed in document 1 or document 2, above; 
therefore, they are novel. 

A comparison of the inventions that are set forth in 
claims 1-7 of the present application and the inventions 
that are disclosed in documents 1 and 2 shows that the 
inventions differ according to the feature wherein the 
inventions set forth in claims 1-7 of the present 
application comprise a pyridyl group that contains methyl 
groups in the 4 and 6 positions, and the feature wherein 
inventions set forth in claims 1-7 of the present 
application are crystals. 

However, documents 1 and 2 indicate that it is 
acceptable to substitute the pyridyl group with an alkyl ' 
group, and document 2 presents compounds wherein the 
pyridyl group has actually been substituted with a methyl 
group; therefore, it is thought that a person skilled in 
the art could prepare a compound wherein the 4 and 6 
positions of the pyridyl group have been substituted with 
methyl groups, as appropriate, in the light of the 
inventions that are disclosed in documents 1 and 2. 

Moreover, it is clear that the scopes' of the ~ 
inventions disclosed in documents 1 and 2 also include the 
crystals of the compounds that are disclosed therein, and 
document 2 further discloses a method, for preparing 
achromatic pulverulent crystals of a compound wherein the 
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4 position of the pyridyl group is substituted with a 
methyl group and the 6 position of the pyridyl group is 
substituted with a chloro group (2-chloro 4-methyl-4'- 
[3, 5-bis(trifluoromethyl) -lH-pyrazol-l-yl] 
nicotinanilide) ; thus, there is not considered to be any 
significant difficulty in the preparation of crystals of 
compounds wherein the 4 and 6 positions of the pyridyl 
group have been substituted with methyl groups, and 
therefore it is considered to be easy for a person skilled 

in the art to do so. 

in addition, the inventions that are set forth in 
claims 1-7 cannot be considered to exhibit a significant 
effect that would have been difficult to predict in the 
light of documents 1 and 2 . 

Consequently, the inventions that are set forth in 
claims 1-7 do not involve an inventive step in the light 
of documents 1 and 2, above. 



FonnPCr/IPEA/409 (BoxV) (January 1994) 



